Systematic reviews (SR) may potentially contain reports of primary trials with ethical problems.
| INTRODUCTION
Some matters in evidence-based medicine are taken for granted, such as assuming that the primary trials in an otherwise methodologically rigorous systematic review (SR) adhere to minimum research ethics standards. Developers of systematic reviews should consider whether or not a reported trial clarify that an independent human research ethics committee had approved the research protocol before commencing recruitment of trial participants. Regrettably, this appears often not to be considered in most SRs, at least in the oral and craniofacial research literature. It is unknown how many of the existing Cochrane SRs that include trials without a statement about a pre-hoc research ethics approval. It is also unknown whether the proportion of such trials varies amongst the different medical disciplines and sub-disciplines. The objective of
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| MATERIALS AND METHODS
The author identified all SRs completed during the last five years (2013) (2014) (2015) (2016) (2017) All primary trials that were included in the OHG SRs were identified, and these references were merged into the relational database.
All primary trials that were accessible digitally were read in full to establish their status regarding pre-hoc research ethics approval before commencing recruitment of trial participants. The terms "Institutional Research Board" (IRB) and "(Human) (Research) Ethics Committee" (EC) and any permutations thereof were considered as synonyms. Three categories of textual references to EC/IRB were identified; that is, either an EC/IRB was named with approval number and/or date or some reference was made to an EC/IRB, alternatively, there was no reference to any EC/IRB. Any referring to the Declaration of Helsinki was not considered equivalent to a formal EC/IRB approval.
The extracted tabular data were not subjected to further statistical analyses.
| RESULTS
Since January 2013, 98 SRs have been published or updated, of which the great majority focus on effects of an intervention (n = 95). Three SRs dealing with epidemiology of water fluoridation (Iheozor-Ejiofor et al., 2015) and precision of diagnostics tests for cancer , (Walsh et al., 2013) were not considered further. The 95 SRs that were focused on effects of an intervention contained either no primary trials (n = 16 SRs) or presented extracted data from one (n = 13 SRs) up to 56 primary trials. Altogether, the 95 SRs contained 960 primary trials published between 1964 and 2016, of which 272 (28.3%) were not examined by the author of this paper. The reasons were predominantly due to no reading access (n = 115), paper was not available online (n = 88), non-English language (n = 38), or for other reasons (abstract only, letter to the editor, and dissertation).
Amongst the 688 primary trials available digitally in English for full text reading, 198 (29%) contained no reference to any EC/IRB, whereas the majority referred to an EC/IRB (n = 401, 58%) and even included the protocol number of the EC/IRB approval (n = 89, 13%).
A marked change of the proportions of primary trials with and without a reference to an EC/IRB is apparent over time ( Table 1 ).
The first paper that describes an ethics approval in the identified pool of primary trials was published as late as 1989 (Baab & Johnson, 1989) .
Since 2010, the vast majority of the primary trials describe that they were pre-hoc approved by an EC/IRB.
| DISCUSSION
The question whether it is necessary that an EC/IRB needs to approve 1970-1979 1980-1984 1985-1989 1990-1994 1995-1999 2000-2004 2005-2009 pre-hoc EC/IRB approval has not been specifically mentioned (Vlassov & Groves, 2017) . 
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